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m m 



5 mwifrm 

Transforming Growth Factor- £ Stimulated Clone-22 (£/,T> T 

sc-2 2tmfo~tz>) , -tn^a-H-rs^u^^i/^Kft-svitt^nicw- 

f^I©MliLTH 7>S?tf>'»^Hi* (ACE) ISMJ 

F *t3StfSft£. »^7^t7JK:, TGF-|3©f*] 
Bf+ftifT^SfnU ^TGF- j3^#£fcteTGF-/3©y>5P-tr> 
Xt'J^^l/tfh'^tSt, iMThU^^X (E CM) 

TGF-/3«, f©l/t^-^f,Smadi:M$tl§iW>'mfiI 
^LTVi§. ffioT, TG F - J3 y^t;^II©$ 6 ICT^ICfelt^^ 
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TSC-2 2«, TGF-0%m\zm&TZ>mfc?<Dl~D£VT, 

Mi&wftzmwzmm'Ztifcn'fz/yiSyrt— (lz) h^-t >&^Tz>mmM 

$n-Ht§l^fT^i3 (/. Biol. Chem., 257(15): 10219-24 (1992)) , ^ 

5 (?vh) fBlO^tDy-tt, T^ymi/^;PT|?J9 9%0D|SI-#Ta5^ ; 
Biochem. Biophys. Res. Commun. , 222(d): 821-6 (1996)) „ TSC-22IS 

O^fty^/^igt a'J7^x-;1/^-aij-^x (hlh) ^ 

(Bur. J. Biochem., 242 (Z) : 460-6 (1996)) % ^(D^m&jm 

mm^Ammz&tfzwT sc-22 mz&M&±&mm^fcmm 

zzizmptzmutcmM:, *mw&$cf&Tz>\zm-Df£ 0 

25 [1] @a^ij#^: 2xmzn&y$ymmm£m--£tctemnmzm-<D7$ 
ymmm^mr^mmmhL<^<D^^^^^rc^(Dm^m^^z\t 
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[4] a£&jWSjfcte»a£ , r&£jbffl [i] fe«fc©7^ u— — ; 

_h|B [1] -|B*<Z>X^U-— >^j*; 
[6] (a) @5^iJ#-^: 2 T^^tlSTS y ggBB?U fcH-3;fcfim*fi«jK:H- 

20 [7] ««*K©#«ET*«fc^##ftTte*ws, mmm^: 2xmzn%T 

^0^^Htfc^©Mtt^Jttt§i^Mtt5 4 ±|B [i] 
IBm©X^U-^>^ffi ; 

[8] (a) @a?ij#^: 2T?mzn%T* ;Mmmtm~2itc\$mwmzm-- 
25 ©T^y^S3^j^wr^>^eK : bb<^©^^y^FSfef«©^ mo? 

(b) M^SH %> I, < ^©^^^ ^fc^Ot^LflS^U * // 
^^H&«VittRgeHfeb<»^©«BJ^^H*fctt-t©«[i:*B5fffflU 
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I**©**, WI«KO#ttT*J:W#ftTte*tlb, W*#tic*i*sr» 

[1 0] (a) EH**: 2T?«3fft«75yiEWiH-*fc|4»»fcH 
D»3R^«»Sn*Jtfi^&**-r*«J», (b) Mfi»feUtt*©«^ 

is en] @a^!i#^: 2T**ti*r5ywE3f!ii:n--a£&HaiE»fl&fcn--©r 

±13 [7] fBa©^^U-n>^^ ; 

20 [i2] (a) e?o#*: 2T«*n*rs /*EW£n-*fctt**wfcn 
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»^ ^ h * a - f -r&tt£Ene«4rr * # u^^ f *m» * c * 

[15] V^rJ- F #*E?U## : 1 S tl * mS@B?!l©£g|$ * £ te— 

BB£^Wr*±fB [14] IHm©X^U-->^^ ; 

[i 6] mmt>mmm2irciuwmm-e$>2>±m 1141 iB*&©x*u-->^ 

10 ; 

[17] ^a^igf m^tt^T* * ±i3 [i4] mmcox & u--> ; 

#tfc£T3, ±8B [14] fSm©X^U-->^^; 

[19] (a) e?>j##: 2^zn%T5i ;nmmtm-&tzfcmnmzm 

[2 o] @a?ij#-^: 2T«*n*T§ywEwtn--*fctt3ii»wten--©T 

[21] mm^mmm^ft\mmmx$>^±m [20] tmo^m • .• 
[22] mmwmmm&'Rm'v&z±fli [20] ie«©^b& • ; 
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[2 3] @b^ij#-^: 2i?mi?snz7*yMmmtm~&f£\$mwmizm~(Dr 

[2 4] ^a^^Sfc«W^T^^_h|B [2 3] mmcD^m • ; 

[25] mm-t)m%m&wm7?$>&±m [23] ib®©^ • mmm 

[2 6] @B^iJ#^: 2T^$tl^T^7i^i3jyi:^-^fe«^^^|WI-(DT 

[2 7] &«^ftft£fett*£«T&.5J:|B [2 6] fB*£©H:|tJrJg ; 

[2 8] mm^mmm^wmx'$>^±m [2 6] tBm©i£$rs§ .• 

15 ©^$r£g ; 

[3 0] £A^ftft$fcttff£jftT&&J:G [2 9] g8ttO»K% ; 

[3 1] 3^«*«Sm«ttfiF3!jgT?*«±fB [2 9] G*fc©^r2l ; 

[32] Tsc-22 &mm*it*\sTtzzmmm*i±iA*&&<D*vi • mm 

M; 

20 [33] ffMtf*££ttff&TfeS_k£ [32] fBi£©^Bfr • ft&gjg ; 

[3 4] *IL»«»teTSC-2 2»W**Ja!4F'r*2:fc*W»t-r*, RiftA 

[3 5] ff£&tfft£jftttlftr?&*±G [3 4] IB*£©^?£ ; 

[3 6] i^isfe^f^io^ • fe*&&«jgrr££&®, Tsc-22 

[3 7] M**fKjR*ttMr?*s±iB [3 6] «*fc©«;i!fc£K:w-r*. 
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<Dwm\z&ttz>isc-22<D5&m<Dmi L &m-to mi a~c«je^sd^^/ hwa*® 

5 ^"T,, SlA^itfD X50) Mt^lB^i^E (f&^J : X 4 0 

o). fcmmwvmmmm. euc^^f (f$ : x4oo) 

^^^5) te, m$LW]W fcK 7>)x, 9yK ^+h£> h^5?, 

MK -rx, 5P>/\° offing 

tf, fpm, mmm. wmmm. ^'jy* im^m, *v>^ 
v&mm, 7>yji/A>^« ) *&ffiui&, ±&«, wmm. \H^mm, w-m 

mm . urn** mmmm. mnmm. nmm, &&mm. &&mm* 

Mil, /hJH) , #«L Tift, W> J$R, HTML HI® 5* 

#«, raw. mm, ffis mitw /m»> , ml 

mk htm, mmik, m&m, mm, mm, #, 
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(M, mo. 01-100^ ft&UKimo. 1~10§, cfcD£?£L<teO. 

5-2^) t^^^^^w^^^^ cns®^tt©ig^ w&n<Dft^*m?zE 

20 mmm*(Di&r£te2m&>± (^t<(t 1-3 omnm, $?£l<«i~i 
^e>fc$f*L<«^ (i~5) m) or ^ jmtfKtk^fcT ^ /mm 

1~3 OBUm, #?£b<tel~l Offi*!^ t£t>\Zift&L<fem (1-5) 
i@) ©7S/^#JiDbf c 7$yii^ (iii)IB^J#-^ : 2 T^tl-S T i= / 
25 ^15^J^l*7t«2M^± (£?£L<te, l~3 0iSI, 

mmm, 2 s l< rage q~5) <@) ©7$/^m$nfc7$yii 

*U (iv)|3^J##: 2T|g$n3X5/I^J*©l£fcte2i@^± (*F£L< 
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5) IB) ©T^yBfe*«#i©T5yKT««|$nfc7'5/i6Eaa), $fcft(v)*ft 

(-COOH) , M^>I/-h(-COO-) , 7$ H (-C 
ONH 2 ) tfcfilXf^ (-COOR) ©MtlT&oTfcckV^ 
15 ^CTXX^;i/{C*5tt§RibT«, mfcT, x^;k n-yntf;k 

25 se>^ *»^©se»^tt, N5fcfl»©T5yK«s (M, *tt->nm 
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10 ft, lz H^^>*i«*©r5y**i«icii*-r*«#*« <tsc#** 
u± <dt$j mum & ^ f & 2 aw * u u . 

^^©fflJ^^HJacjfeflBj&s*;^^^* (-cooh) , 

#*5/U-b (-COO") , 75 F (-CONH 2 ) ^fdmfJV (-CO 
^ <D ;* ^ - >iS® 757 SftSfiUKSTfiHi Snt^Sfe©, NA||0^#|#3 
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¥mzft®zn%mmtft>n, totDn^m^mzn^n^mmnm^m^ 
5 u^o ^<om^m.tvxu, mz.^ mmm wz.& mm, v>m, j^Km 
m, mm) t<om, &z>\,mmmm mm. y°o^>m. 
)vm, -?u-t>m, n/\?m. m^m. ?x.>m, v>^m, mm, ^mmm, 

(i)M. Bodanszky * «fc XS M.A. Ondetti . ^^^H • >^>ir->X (Peptide 
25 Synthesis), Interscience Publ ishers, New York (196630 

UOSchroederfcJ^uebke, If -^^K(The Peptide), Academic Press, 
New York (196530 
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<iti)&Mte*te, ^^FM©Sltia f\M<m (197550 
(iv)*»»W &<fet*fllflr*¥, £te#HSfcitM K aSKCD^IV, 205, 
(197730 

So 

mmtUTnzntzm&izi,*, mm^^o^^^^mzmc^mz 

F*^;HMB, *UT^U^T5Ft»»* 4- (2' , 4' 
^-bHn*^^) 7iy*^tE 4- (2' , 4' 

nimKtt^H («t, riei^j t«Mw*«^*>**) ©@b 
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iitm.DCC, n, n* -s>>r y^Dbr;p*;^S?-T5 h\ N-x^;i/- 
n' - (3-^w^y^D>j;v) Kfc&Wflnsn*. cn 

5 k j; 5 £ « ^ -tr s immmmm mz.t£, hobu HooBottfe 

X X & 3 \\ UH O O B t XT. <r)l> t b T * 6 D #>&fl| y 5 J Wt^mfkit £ 

15 ^x^;u^£oxx^;i/ii^s^«^ne>©^©ji^^£^v^nso 

25 jfiMftl^S. 

*»075/»0««4tbTtt, 09* tf, Z> Boc, *-$/*U-^>^ 
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Cl-z, Br-Z, T#^>^)V**>>ti)ViS-)V, bV? 
7xx;i^x:7^ /^rt-OK Fmo c ft if/SlEV* Sn& 0 

#;u#*->;wg«, r;wpxx:r;wt (#i*.fc?> x^;k 

5 :/nt?;k >^U-^;K ^n^>3Mk v^n^^k 

^D^>©7xy-;Ht*ifeS©fiiSI3£tUT«, 09Afc£ Bz 1, c 1 2 - 
BzK 2-Xhn^>i?;K Br-Z, ^->t U-^MM^Sn5, 

1 79 1 S?>0^ § ^/-^C««iSt bttt, Tos, 
-2, 3, 6 - h U^^;i/^;>if>x;^x;K DNP, ^>-J)V^^^)V, 
Bum> Boc, Trt, Fmo c ft ifjWBH&tt*. 
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013-4 Ot OiWTfSrttton*^ HM&Stefc^Ttt, 7xy~-;k 
7x; " Jk Wry-;k /uaws-M v*^)V7,)v 

h U rf Y 7 T >©-T > H-Milt LT«lr» A*J4±|B© 1 , 2 

10 <koTt)li$^. 

;io-;k /t7-hn7xy-;K HONB, N- fc Hn^^^^5 h\ n- 

15 kFD^7WSH, HOBt) £©X*:f;W ^W^tlS. Aft© 
20 K <»*) «*ffia©ffft£»?KtfL*:fe »WH«0N**© o -75 

iei^^iS!Lm -tB^rttfcj:or^T©««ai*i»*b, tfa©ue 

<£>0 
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:/*\ ky>\ ^ ^ ^ k 

«> ihi^iu, man. 9>^;wN>^tt», £&» 

15 Jfi, ±&Ml, Aftlllk mil, HIE MIS, JMMfe ftftlM 

#g&** *m*. **) > swot, tiii, tutm, nmm. ## 

iBjfi. iMUi«i<ttif>iia;£) ^«m©mu *fctt*ns©iH*fi*«# 

mm. mm. mmrm, mmrrn, ±mj&m. mm, mm, mmm. w 
mm. a* m**. HSte. mk) , mi. Ti*, it, j** wm. t?m. & 
mm, *vtm. hi©?, #«t> «*, am, b. hms* cm. *», * 
m) , Mm. >bm, mm, mm. mrm, mmm, mmikm, mum, mn. m 
s m, mm. #, mm. ww*** m\z, m*mn*mm a*© 
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m ■ X> total RNAtfe^mRNAI^^ilbfcfeO^ffl^xfii 

Reverse Transcriptase Polymerase Chain Reaction (£TF> Trt-PCR&j 

5 *»w®ges*3-h*nDNAtbTf4, sbjij#^: iTS$n 

10 ia^l##: 1 ^^n^ISIH^JtA-f X h U >yx> h^TT/W^J 
^XTMDNAiUTtt, 1 T*S*i«««SBai£|&5 

l < 8 o l < «*<j 9 o %&>±<Dttm&*mirzmmim& 

ttt«DNA«:2*tffl^6n5. 

tf, ^El/^a.7- • ^D-->^ (Molecular Cloning) (J. Saibrook 

et al.. Cold Spring Harbor Lab. Press, 1989) \ZUW.<D^^f3i E \Z$tv Tff 

M, £?£b<te£jl 9-2 OmMT, Ig^5 0-7 0t, ^L<^ 60 
25 m&J)W£V^ 0 
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DNA^^U-, -tCUfellBia cDNA, ±&L1tm& - mM 

5 S*©cDNA7-f^7'J- ^DNAO^tnTfei^. ^-f ^ U-fcft 

ftiiV>ftlT*t)Tfci^ *&, ±CL^ft-IWJ:9mRNAH&eM 
^fct>©*«^TB9t*RT-PCR«tfc«koTji«-r*Ci«>T**. 

10 ( 1 ) @B^iJ#^ : 1 T**n**K»EW*^*DNA©*diMttttEWt*T* 
DNA, f-fcfct (2) @2?»J#-*f : 1 T^$n-54ISSB^I^#*r 5DNA £ A-f X 
h'J>^x>h^#TW^'J^Xt§tS^J$tt, RDNAfca- 

15 @2JiJ#-^: 1 T^$tl§i|Iffi^JiAi*x h U >>?x> h^ffTOW ^ 

*»W©Mf*fcttfOg^^Ht3-HtSDNAtt, ttSBJtSfe 
20 a^^H*3-Hn««E?!l0-«S»*tt5^DNA^7-f7-tiv» 

DNA^IiUcfeOt/WyiJ^t-^a^niltCfcot^D--^ 
25 (Molecular Cloning) 1 2)|g K|3tt©:#ftfc£K:ftoTfTfc3 



10 



20 



25 
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DNA©**ffiaitt, »*yK Mutan™-super Express Km (S 

«£ (*) ) , Mutan™-K («) ) **fl|V>T, ODA-LA Gapped 

duplex*^ Kunkel»*©e#^<D^TSs*«^tt^tl6fcJpD*^j*k:^oT* 

©5' jWfflttRIWaH^tUTOATGStU S& 3 ' *«J|£tt«R 
*Jh3F>£LT©TAA, TGASfdiTAG^fLWT^K Z.tl*><D 

«3-H*r«DNA*6BWfcr*DNA»fH-ft«je)HJU MDNAI$fr)t£jgS 

OT^^^-*0^n^-^-oT«i:lit§ DIBITS c tan? 

15 

*a^^^-iUm *iIfi3fe©^77S H (M> PBR 3 2 2, pBR 
3 2 5, pUC 1 2, pUC 1 3) ; teWW&$:(D7? X* F (0!K pUB 1 1 
0, p T P 5 , pC194) ;ifi^775H (M, PSH19, pSHl 
5) ; A7r-^i*WT'Jt7r^; Ubn&ffrx. >7^>-y^ 
A^D^ra£0ift7^;pAl"ll, pXTl, pRc 
/CMV, pRc/RSV, pcDNAI/Neo^*tffl^6h5. 

LTRyat-^- cmv (^h^^p^;^) 7'n ; E-^- H 



PCT/JP2003/014339 

IM^KIiTJBSi^, SPOiyot-^ SP02^0^ 
5 — , penP^PW-Ji^SbH. 

l&£#HNrT?**»&\ PH0 5yn^- PGK^nt-^-, GAP 

SV4 0 o r i £B&*rr54§'&tf*&5) &££^LTV>5 fcCD£ffll>5 
^#^o WT-A-iUTtt, ^hPnJHttTcB* (£*T> dhf 

r £B&ffrr5*-&#&5) Jtfi^ C*Vh^=Hr-h (MTX) , T>hf 

15 $"V>W&m&? (SIT. Amp' t*»*r«4i^*«**) , **"7-f -»»tt 
ate^f- (£TF> Neo r Mf§$^§, G4 18»tt) ^#^6ns. 

flffcftJDUT'bJ:^. f±^ X yxUk7Iil?$§^ PhoA— >^;p@B 
*K OmpA • v-^;PS3^J^^^ ; fi^j&tA^XJRWT?***^ a - 7$ 9 

°^ MF a • iy^fir)Vmm. S UC 2 • v^^iB^ft^ ; «^^fttt«DJKT 
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i'>x'Jk7IlibTtt, 0j|*.fcT, l5/xUk7'3U (Escherichia 
coli) K l 2 • dh l cyn->-s?>^x • ^ • if • ^->-3^-;i/ • y#5r^ 
-•^•^x>^<X-^y.-tf-rL-xxx- (Proc. Natl. Acad. Sci. 
USA), 6 0i, 1 6 0 (1 9 6 8)), J M 1 0 3 Uy 9 • Tisy X • 

10 VD-—^- (Nucleic Acids Research) , 9#, 3 0 9 (1 9 8 1)), JA221 

• Jr? • • AW :frns?- (Journal of Molecular 

Biology) , 1 2 0#, 5 1 7 (1 9 7 8)) , HB 1 0 1 i¥*r-±)V • ^ • 
^l/*^-- A-f^D^-, 4 1#, 4 5 9 (1 9 6 9)), C 6 0 0 C^m* 
T^y^X (Genetics) , 3 9#, 44 0 (1 9 5 4)) UEffiM^ 
15 A'fJUIlilTIt A'^;^ -ij-yf;^ (Bacillus 

subtilis) M I 1 1 4 t^->, 2 4t, 255(1983)), 207-21 
(yf-tJL"t^-/H^5Xh'J- (Journal of Biochemistry) , 95 

m, 8 7 (i 9 8 4)) feE&m^zn&o 

B-&hhT\$, MZtf, try^JDx'^-feX -feUtf^X (Saccharomyces 
20 cerevisiae) AH22, AH 2 2 R~, NA87-11A, DKD-5D, 20 
B-12, ^/try^D^-f ±x (Schizosaccharomyces pombe) NC 

YC19 13, NCYC 2 0 3 6, fcf^T /Uh'J7 (Pichia pastoris) K 
M7 l&^VSV^tlSo 

25 IfcfcM (Spodoptera frugiperda cell ; S f«) , Trichoplusia niOD^JJi 
ffe^OMGlM, Trichoplusia ni ©0|3 E&*<9High Five™M, Mamestra 
brass icaeS$fc£)$Bfl&, Estigmena acrea^^iM?^/^^ £>ft£„ ^-OUX 



WO 2004/044199 
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^BmNPVOi^ ifiiitLTH W&3mfcMffi (Bombyx mori N jfffl 

BmN» ft^ffl^fens. MS fttibm S f 9«BHg 

(ATCC CRL1711) , Sf21« (£Ut, Vaughn, J.L. > • ?j (m 
Vivo) , 13, 213-217,(1977)) &£)&SJBV> £>ft§ 0 

(Nature) , 3 15i, 5 9 2 (1 9 8 5)) „ 
Wttiim ^MBHSCOS- 7, Vero, 

AX^-«CHO (OT, CHO*fflj9&£B§fS) , dhf rl^S?ff- 
-XAAX^-ttCHO (OT, CHO (dhf.r'l M2£ffl§f3) , 

io Laura, T^xAtT-20, y^xud-tii, 75/ ^ gh 3 , hhfl 

l'>xUb7SIIt 7°d->— • • if • j-zsnj-jl • y 

UrS- - 3"? - *}"CJL>mX - *7 • If • a-xxx- (Proc. Natl. Acad. 
15 Sci. USA) , 6 9#, 2 1 1 0 (1 9 7 2)^-> (Gene) , 17#, 107 

(1 9 8 2)tea\zmm<D-jjmz&*DTMnm&-r%zttfT?&z> e 

(Molecular & General Genetics) , 168 #, 111(197 9)^:^:fo 

20 mm\t, M?L&, *V yX "(> - x.>4f4*u&- (Methods in 
Enzymology) , 1 9 4%, 182-187 (1991) > 7X1%/— l?>>fX • 3" 
7 - if • ^v-a^-;i/ • • ^-y • t-fi>HX • #7 • if • i-ix 

X- (Proc. Natl. Acad. Sci. USA) , 7 5t, 1 9 2 9 (1 9 7 8)&<?f£fBiifc 
ommzm-D TJ&Mfem-? Z> Z. £/^T#£„ 

25 mtkMm&<k&m!kte, «*tf, AVt/r^/D^- (Bio/Technology) ,6, 
47-55(1988)^^^f3mo^{C^oT^K^t-^>-<t^T#^o 
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- 2 6 7 (1 9 9 5) (MfttAfr) , ^DDi?- (Virology) , 5 2#, 4 
5 6 (1 9 7 3)CS51«ICtotfIlgitSi: t^T^^ 0 

V>. ^T, MMtLTft ^n-*, j^h'JX RT»tt»», 

^atfet^igiitim T^z^^m antra, n-> 
io x^-y- u#- ^7if-r>. rtx^, ^sffi, /xw^gttffi* 

ym*^&M9mm u^- (Miner) , >?^-^- 

(Journal of Experiments in Molecular Genetics) , 4 3 1 - 4 3 3, Cold 
Spring Harbor Laboratory, New York 1 9 7 2D j&Hfc«kD, ^ 

20 U^— &-&®m&< M fr1£Z> fctb\Z, m%.& 3 £ — OK'JTOtJM© 

^3-2 4NFr B 1ff^t>tl^o ^{CckD, ffi&*i£#£fToTfe<kV>. 
ii^A^^XllT^Sfl^Ojgift »flfM&3 0~4 0'CT, ft 6 
25 ~2 4B#r B 1fT^^n^o iMfcJ:?), B^»#&froT*><fctri. 

(Burkholder) ft/Mgtf! CBostian, K. L. 7 a • 
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• if • ty 3 ^ • T^J'x^— • ^-y . ^x>v-<X • • if • rL-x 
XX- (Proc. Natl. Acad. Sci. USA) , 7 7i, 4 5 0 5 (1 9 8 0)] 0 . 
BX*1f3yimt*SD*J| CBitter, G. A. &, ^p^^ x . 

• If . ^ ■ T#:rS- - • tf-y • Kx>WX • • if • -l-x 
XX- (Proc. Natl. Acad. Sci. USA), 8 1f, 5330 (198 4)) 

2 0t-3 5tT, »2 4~7 2*IWff&t>n«. MtefctfT, 

09 * fcf Grace's Insect Medium ( Grace, T.C.C., * -f ^ _ 
(Nature) , 195, 788(1962)) fc#»ftUjfe 1 0 X«>^j||i«*©a^ ftMJnA 
&feOJ!l:f*!«H6n*. ««0pHlt »*b<tt»6. 2-6. 4T^§ 0 

«*»2 7t:t, *&3-5Hiwtf3a:ton-B. Mfc#t;Traf>x#& 

5-2 0X©»iB^jfli«pft*tfMEM«r«| ClMx>7; (Science) , 1 2 2#, 
5 0 1 (1 9 5 2)), DMEM^i (^DDy- (Virology), 8 *. 3 96 
(1 9 5 9)) , RPMI 1 64 0i§^ C5>*~ +)V • ^ . if . U # ^ . 
^^^•7Vi/i-^ 3 > (The Journal of the American Medical 
20 Association) 1 9 9*. 5 1 9 (1 9 6 7)), 1 9 9«tt C^nS/-^. 

vtf-rxer-r • 7* - • if . /w*-ds>*;w . * > 

(Proceeding of the Society for the Biological Medicine) ., 7 3#, 1 (l 
9 5 0)) fc&WBH&n*. JgffiOpHft ^KW6-8T^. 
tt, It^)3 0t~4 0tT, »15~6 0*mfffcto*l*. tf«||cjfi:c TM 
25 *«#&froT*>,fcH 0 

K±©j:5fcLT, »ft£a*0inrt (tofeKf«iw 
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rem. m&frM^zmz j: o w^ttsewcDm^m^^^^^^^^vi 

io *fcra3M**T?*i«u M>bftm^T±m*®w-rz>z.£iz<}:V), mmmm^m. 
aM^©#ii»0^ sfcteto^miz^Tftoz: z\(d^u^ 
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; *7D-«iW ; JUfcftttftRflae ; fltttVft ; Huge ; 

*. ; am***) ; mm • immmm ««*) ; cm 

mn&m • itm^mmomm^m : ; savim («*.«, mm 
m) ; jht&« mmmrn. mmmmmmmm, mm) mmm («* 
ran. if*, rao ; mimmm ; 

5 vwT-mmm mx.& 9&*wvw& #«& & 
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ftOTans^n*-*- (flu ^>7'J>S^a^-^-f) oy^iM 

#i0i/^-ies§3-Ht§DNA^iigbTt) ( kK r*»ia©se 
^e-^-j tutu mx.\z. << >^)>m^^u=E—$r-mEi)tm-f^n^> 0 
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±IB2a) ©i§£\ U -->^^©*5Sij|0SSR^(iDMa, M^fiSI 

20 tmmizi,Tftt>ftz> 0 

sms-mm, wm^wm, mmmmm, mmmmmmmzEifimi*>n2> 0 

25 ottitSdi^S, 
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^(DF(ab') 2 , Fab', *SV>ttF a bM#T*oTfc«ktr>. $&, irC-fc 
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mmm\zmm\^ m^^r^mmmm^aiz^xmrn^^v^, mwm 
mmhTcmz, m&mm(DMm^n^xh^ 0 mmzmf vrz^mommm. 
^mmmxmmr^z.tiz^on6n^m^mm^(Dm&mmmmTmt^ 

^^^mti^r^mmiz^n^mm&mm(Dmm.M^^m^(Dun(Dm^ 

10 *^-*V>?TZZ\<t\Z£VWm-tZ>Z\£-t>ix%Z> 0 MM*. mft^MLfc* 

%w^&nmiztt?%mfcxmmm*fi&m&?%z.£iz&v^ nm&mmv 

mmm^G fp^ avmxmmnt (Dm^mmm t vxmm l«*&k«&0:& 
m^zzuz&Y), &&mzmw&nm(Dmj&Mfr&m^(D&n*^-& v 

15 TZZt t>7?#3 (M3t\t, Biochem. Biophys. Res. Commun., 278: 659-664 
(2000) £#$0 0 

20 mm*®>mTz>z\t&xzz>m,m, ±mLr^mBM(Dm&mmizM-r^ 

25 X%& 0 

*&w<n^&Mm*m^z±m2)ox?v--y?xmz&^xmm£vxm 
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5 

*U>*fi^©lE9M»K:H#rsi69H^TfcoT\ *^CDiaSfcioT 

15 eK**s»^u#**u^^^^Hj tbT«w*nfcfc©#*wr&n*. 

(electrophoretic mobility shift assay) ^©^^©^fe*fe«-en(C^C<5 

r**59©afa**ic«k**5^«ifli©xETte*aji'e : J i j tita, 

> h t bT^tr^D*-^-©lWfpTfc*<53tfirP, £&t»»9!©SaX«© 
25 fif^tfsn*. 

ew* *> t izmmK? 7< ^-*f« u rt-pcr *ff o tti^©^ 
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*K»M^s*©«^ibT#tr*)©*«^wre»n*. 

±|E2c) 0X^iJ-->^fcfflnsctm5 + yhi:im 
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5 ©*&#rat-£3£&fc«&bT^*&V*©*Slfrfe£^ 

K«koT\ t^lfe^B^0iai^ M gt§M(:«lUTi^^§^\ £ 

r£tenmmmmizmm?%^mmm^& : £fr%mMT% z £#t?#s. 

25 Mitfit, mmmmm, mmmmmmm, itmuao^rn^^ 

^^©gas©^t^©fe©^tf6>n§o 
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K£&tt*QffcPH£?S*;A0?Kf • iMWiKj tt, Mick 9* 

mmm mmmttttzmm* mmwmu 'mm eau&M, mm* « 

;K f>y>, a^^>^">, f+XhU>> ^^,ir;i/D-x, teetfeSfcHn 
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35 

Uh*x;PT;i/n-;K #y k*x;nfn u Fx *;P^^^;Hr^n-x^ h 
20 gamtwrsns. 

25 -fem (M, ^-^7D^>, irnnyjM ^>#^fc£) fcgatastf&fts. 

-&mm<D&mfcmLVT\t, i*-y#y>^hy#A> ^fv^jvv^>m-tiv 
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□» ; *«kt^w»i <m, Armm* &mto&mu mm^mmm, mm^m 

fiam», w^^ic, mm m, en, ^>^>, d-t 

20 sjiticADftasns. 
wens. 
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Ct-fH^yhE , D-A7 7Kft) , #U t?x;Hf P U F>& 

10 £) , D-A7?j|/Yt) , **X£U;PBtn#UT— LD [t-f H9^yM 
-30D55 (j^iE^) , P— 2±7t)V~?W) , * 9 T 9 U ;PMp # U "7— S 

20 £V> 0 3-f^^0Sl:, WfcHMfc^X =xBMb#e^C!).fc5&j|| 

25 «>i>n,7J\,a-)V, 9nn79S-M 7zy-^ftiJ) , *3*fltf!l * 
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Dtrix>^un-;i/^) fczizmm. mm$>^^\t^tf^zLtizj:r)mm^n 

(MMt, kb, v^X, 9yK >j7x\ hu% 

10 -T^^t^T^^o 

§^AMt (M6 0kg) fc&^Tte, — B&rcQ, &$Mft-C$>Z>*mA<D 
15 $?£L<tem. 0^b5 0mg> iD^L<^l. 0^l2 0mgl? 

25 Hf §^*@3JiJ^W-r§%OT^tl^ DNA, RNASfciiDNA/RNA 
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NASfciiDNA : RNA0A-f y HTfe ±>X§* 
Crfcfcfe, t^xt,, T>^ir>x^ (Tfctots, #a-M» 

ISfe^0i^y?K$3-Ht§mRNAOI^^ij5^ W 

15 =E • *n-->^ (Molecular Cloning) ^21 (1 

RNASfttt^iJA ( + ) RNASifflb, #Sfc§J|©3tf U X Z Vtt b\ fclfctf, 

# : i T**n»iiaBBw©-««**r*-#©* u a** * i,*-^ h 

*»W©M«t3-Kr*mRNA01t»2 0 %£Lt, ^t<«3 0%^ 
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b»**U ^ * H©/»& < £ fe-^, b < apf^r««CD«|jft £ Lit 

to z> x * u - - > ^tts* jrr s © ic^s «b b < u ^©Mim 

10 i^$5««!:UT^j:t^f5 0 

a^^Httft;**, ^^^r%, msa** m&tm ttttttUK* nfr% 
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(^J^.^ fcK 77K ^ r>^>, f. U> 

%>m\m>m (M6 0kg) fd&^Tte, -B&fcD, &%}!&frX$>Z>*5£W(D 

xzv-->^mz&v)%*>nz>ikeim£vx, mo. i&v^i 0 omg, 

•So 

■^mm^nxx^rc^^-^-r^mm^^zs^ bm%Mmz&^x%m7 
20 DqE-^-<D«i4^m-e$§o 

acZ) , "ST^'lfT;i/*U7^X^T^-if«^^ ;i->^x^-if®{5^£ 
25 ^i7h^y— tfjfrfc^ (1 acZ) l?fiLT^§^ ^0J©gBK 

<Dmm-rz>mmx\ ^BjKDm&nvRfrmzp-x?? b^y—tfrfmm-rzo 
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tr^y^H (X-gal) ©«k5a:^-^^h^-«©aSKia:*tt3Kft« 

(PBS) TUfeiMI, X-ga 1 **tr»ft*T, M*fctt3 
5 7WiET, »3 0^V^ll»WR**1i:fc*, Il^lmM EDTA 
/PBS JftttT&OTS ^CioT, 0 - # :7 * b $,*r~tf l*/fc£#ifc 

K*fc«©m©»^iijDLT^^^s < tLT^$nfe%©^iwia^^^e»n 
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*> mmBM^mmtvxm^\ ^^(Dm^mrcumjkm<Dmmmz 
(a) *;9u—^)vmw&£Mm<ofc& 

0 *tie#**^ttfi#, «4Fte|RbTtt#:lE^|fi*J« 

KfcKDlfrtt, fHAHf, ^7-t^;^^00^ C*<rP*- (Nature), 
256, 495 (1975)] fc«V>j«IT* C M#«M!£l,Ttt, 09*. tf, 

#>JlfU>^ij3-^ (PEG) ^•fe^^^-f^XJfc^^Wsn*^ » 

tiittttifi ns-k p3ul sp2/o, ap-i& 
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1~20: 1MET*0, PEG (^KttPEGl 0 0 0-PEG6 0 0 
0) ^10-8 0%»IWJra$tl, 20~40t:, *?i;t,< «3 0-3 
7 "CT 1 - 1 0 &m<1 >+a^- bTZ> C t D2»<fc < m«te£ft)feT* 
5 -g)„ 

~2 0%, »SL<«1 0-2 0*©4 i jfeJl]feit&'&trRPMI 1 6 4.0igtfi, 
1-1 0X®4&M^tt«*trGIT«JA (frlftMUglit <*) ) **V>tt/vf 
^'J H-^MIiiigi (SFM-10 1, B7jc^m m ) tt^ftffl^* 
**«*ttv iI3t2 0-4 0T:, ^b<^3 7t^§. 

a* 5b- 3 aw, ff*L<ttiaw-2awT*s. ®# 



WO 2004/044199 
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m,^m&, («, deae) XL&zmim&* mm^m* v**** 
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mm 1 1 *> c^lt§ ens e^m^^ s z. tajm^ l c 

(«*tf, fcK fcy^ <^x\ hU, 

H&fcD> W^^"r^^^|g©tr[#:ibT, 150. l^Ll 0 Omg, 0 

25 ^om^mmvx^^mmt^xm^titchfD^mmizm^^n^Ti}^ 
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5 *f^ffl*wr*«b©T*n«<fcVi. r^K^{^ffl6tj^s@3^ijj turn * 
t-^iHJSo^a^wftfrTT/wyu^xbw^aatE^ ckDjy£#n;m, 

io *b<^9 5x«±©ffirattft#-r*i»E^ia:^#wr&n*. 

#IS0J©7 >3Hz u ;* * 1^3=- H 7 >^ir U * * 

i^^p h*vw^>j y-r xts £ t fc <fc d , mat VT*ftm<DW&n<Dmm** 

*Vit>©TmRNA*fctt«0»!iB^jg4&©^E^Jd^W , 5ns. £7&©§B 

25 -K-r^itfe^©5' ^^\Ttf>;l/-7 p , 5' ^6-^-7^7 • U fcf- K 
5' tt#«tMU& #U^y^H»IRiB*ftaf«>, iM3-Pi«, ORFf 
IRH^n F>, 3' *gf#»gR£J& 3' ^AU>Hd-^, &£t£3' ^ 



WO 2004/044199 
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LTHfii (MJ^l/y^X) fcHMfcU RNA©$E^£|S#M#£fc©T&o 

T >^-fe >X # U * * H «> 2 - tr^ ~> - D - U £HrW b W 

10 Sf^^^WH, D - U #-xmLT^«Tt+'>^ ^ l^t? K, 

«H^tfe>n^ e -en6tt> 2«idna, i*«dna, 2*$irna, 

itRNA, S6tDNA:RNA/W^JyHT»5ttm, Jc: 
20 *>©, j^WfcSftfcfe©, lM±0^©^^W^»irSitfe 

x— k ^xtJnd^^-x— h^<jf> ^jt^fe©, #j;st&®B» (pc^ut— tf. 



WO 2004/044199 
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10 



unrrs <Dfr-ete < , ftfc*<z>tt©tt*iit£&£& t> o«k s & t> © 
;wb^n^yu>^j:^tfu^^>, **v>tt*©fl©tMiit*«jfe©Ty*o 

T>^ir>X^U^^l/^H«, RNA> DNA, *«fr>tt*tt£tlfetttt 
(RNA, DNA) it^nfctlW^ii LT«M©iitf # 

^•^"C'feb#^^^^e>T>5 1 .-fe>X^©#^^ e fcD/h$^fe©^T§o 
CUfci»l4ai|^TUKtt 6nTiD , j Kawakami et al., 

Pharm Tech Japan, Vol. 8, pp. 247, 1992; Vol. 8, pp.395, 1992; S. T. 
Crooke et al. ed., Antisense Research and Applications, CRC Press, 1993 

T>9-t>X7$V ^^l^^Htt, ^itb&StifcD, f»snfc* 4 



20 
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5 *-.K **HfcWrs*i*. t5bfc%©H *«©3' «ft«V»« 

#*«K:E«;*n&**y7JB©aiT?, RNase» 

nfcns^$nst>©Ttt«:^. 

«ttft©rtfflJ («D»lfiW*©»^tt>r > h n >«^ft^tr) T#SWtc^o»fb# 
15 £U#-if-f AfcSfc, ^BJ©T>^ir>X#U^^Ix^Hfc^$n#^„ 

& £ £ WW £> j&> fcfc o T V> & ©T, *K«BI : 9lt?ttE^|#SWJa:«BI^»fiStt*W 
t*H D DNA ft tft^t«*^ LTiV>* fe© tf*. U afaf-f At UTi 

ft) §mR N A©3fi©|i)efM t ffii«&ffi?lJHt§ t }: i f) , ^ m RN 
25 A©^*#MWiC^J®f-r§Ct^pJtg-e^§ o ^CD^<y©U^tf<A«, RN 



WO 2004/044199 
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I3?U£ — &miZ-?% Z. £^T#<§> [ Proc. Natl. Acad. Sci. USA . 98(10): 
5572-5577 (2001)] „ ZZlZ, U#1f-fA£, Ht§DN A£^tffg 

Z\fbT?^Z> [ Nucleic Acids Res. , 29(13): 2780-2788 (2001)] 0 

. nz>, ^w§rnat# (RNAi) twfirnssjfttt, skmfrp>m&> 

Snfe^t^fe [ Nature , 41H6836) : 494-498 (2001)] , U ^-tf-f A 
15 ffitVT&MisnTteZ. 

$3-mcDN A@3^J hl>< «y y ^ ^/ ^ D NAE^ fcgcfUTm R N 
A L < ^Siifef ji^O^WM^^t tI©DNA/RNAii^i 

20 a:E^*«&ri6*r*2itfc<kO»l«-r«c:i:j&«T#*. RNA i 

^n^n^u ia&7--'j>y«i«4' , e, i9o^9 5tT 

25 S(C^--n-^^yf §<fc^f3^LT, £ins^7z-ij>^tfctu^- 
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(Dm&tmmzvT. mmtis. iim th, ^ 

•fr*, ty^, *-*\ hj, ^ 

15 ^m^#*T^>ilit)T#§o 

i7>?t U 5? ^ HOg#iH &#*f^> 

h&£fcckDS&5^ WAWT, »*§BfcfIJ£lbTV>Sj£AJ£# (M6 0k 
g) te^VJTtt, -B&fcD, KSO.l^blOOmg, #*b<tt*&l. 0 

25 ? ^ l/t? H4^D-^i UTftltS C t K «fc D , »£¥LIfr^ t K 
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N A omUa & 3 «^§31 £ <D3te^»f HI £ L T^Jfl T % 3 o 

*mwoi$vzpu#^}*&m^z±m<Dmfc?mmte, mx.\t. m#^*n© 

5 /-if >A-T y U y-T if— ^3 >^>P CR- S S C P}£ (tfSS.yZX 
(Genomics) , H5t, 8 74~8 7 9I (1 9 8 9^) , *7uis— z?>tfX • 
. if . ^-> 3 ^-;i/ • x#5^- • 3-:/ • U--rx>>-rX • • rL-xxx 
— (Proceedings of the National Academy of Sciences of the United States 
of America) , ^8 6t, 2 7 6 6-2 7 7 01 (1 9 8 9^) ) feZzlZ&Vm 

nuts / ~ »f >/ w ^ u ^< if- a xc «k b fgga^ * fc tm&mkm £ 

n&»£-*»P C R - S S CP^fci DDNA©^I*tftWSn&$^H M 
15 2|^Bjm2:fc> _hfB© r^B^o^j ^fUT^§, #f|BJ©^ajf £fc 

( i i ) t il#:± ^F»^ U &*38 W Oinfate «fc $ n^*^ ©su 

±ib (ii) (Dfemiz&^xte, ~&<DtKittf*Rm<DSGM*<DiiMtt&im 
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* BIRt* & 8fc#T & set «ta * b V> o 

-if, /3 - ^;io ->y— if, 7MU7tX7 7^- if, A— if, U 

25 UTte, Ti/D-X, r^h7X iz^n-Xfc 2 ©TOgtt^fcfU, ^ 

U*5Pl/>, #U7^J^75H. ->'J3>^« 



WO 2004/044199 
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T#So 1*>F-Y y^«tfc«tS^MSEaH3e»K:*^T, ©*Bffl*n;#:&.5V>te 

©^ *SJS©«fttlttIR(F) Hi^&lg^b^mtftJBC (B) £&ftMV 
20 (B/F#$t) , B, FVvrn#©«««;fe«!j£u 4HMME4)©llUK««ftST 
3„ ft#£LT^»tetfr*£ffl^ B/F#li£#y x^ix>^ 

25 -Y A/* h U y *«n?tt, »4ft*+©tilgtaffl<btftlSi:*--»©«j»'fb«[ 
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«Af& Aft Jig r7^A/7y^j (IMfcfeL BgfD4 9^ff) , 

5 («2jK> (&**& n«i5 7^«ff) , z>/u*fe&ft n»*ft& 

SHJ&fcfej (SH3JK) (E5^»K, B3SI6 2^»fr) , TMethods in ENZYMOLOGYj 
Vol. 70 (Immunochemical Techniques (Part A)) , |wj # Vol. 

73 (Immunochemical Techniques (Part B)K R* Vol. 74 (Immunochemical 
Techniques (Part 0), mm Vol. 84 (Immunochemical Techniques (Part D : 
Selected Immunoassays)), ft* Vol. 92 (Immunochemical Techniques (Part 
E : Monoclonal Antibodies and General Immunoassay Methods)), Vol. 
121 (Immunochemical Techniques (Part I : Hybridoma Technology and 
Monoclonal Antibodies)) (U±. 7% t S.y 2 7l>Xft&ft) 
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wmm, mmmfcii) u ^^©^^©^eff^te-e©:^© 

5 *»ror4, s&ic, ts c - 2 2»mmitft«imftM:Ma, 

TSC-2 2MMWaiitt, tj=fcMz&\,>T, TSC-2 2$IW*iOt/^c 
ttKWfcafWbftS^KftV^. JlttWfcKJu TSC-22l^0^i (te^E, 

10 ^StHiT S C - 2 2161^^^ l/< affittSMlMt 5 

15 TSC-2 2»Jlft *?i;b<«, ^K^fcJMIiJC^ViT, TSC-2 2 
©^£& b < RKRKSS&riT S C - 2 2 ©£§<I4£«J b 5 ^feft$§. 
TSC-2 2«iJimbT^§tfiSfc^§ flMftftttVHg) 
- TSC-2 2©MICJSCT> *^OSe»*fctt^©fi 

K^Bfr • 5fc£T?<£*«rr?*S©T* #l;Lfc^ R£¥Llbtt t 

K T^T^ 7'^, t^/^ >^>, hU> 

25 Tsc-2 2«ji©^»t nmrnm, &*mm. ^^-h^^D 

Hfc5i^ ^Aif (M6 0kg) fcfcHTWU -B&fc Di&O . 1 

ft^blOOmg, »*b<tt*9l. O^L50mg, J: b< l . 
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*wmmiz$>^T. m& j $>y*smfc£&M^T*m7fi~r&m&. iupac- 

I UB Commission on Biochemical Nomenclature lz£.Z>)S&^$>Z>\,*],3i : ^j&ft 
5 b3fc^J*tt##*D#5*'&WU #^B^b/^^tl^L#:^^t- i bC3!)i-r§o 



DNA 




cDNA 




A 


: T^~> 


T 


: 5^5 > 


G 


: ^Tn> 


C 


: SsbSsy 


RNA 


: Vtfmt 


mRNA 


: * y UafrBflt 


d AT P 


: ft^y7r;y>HU > 


dTTP 


: f^yf5y>HU yW. 


dGTP 


: ft+y^7yy>E'J> 


d CTP 


: ft**>'>f^>=ij >m. 


ATP 




EDTA 


: X5 i l/>> ? T^>BS^m 


SDS 


: F5^>;«m^ h U 


G 1 y 


: ^U~» 


A 1 a 


: T^-> 


Va 1 


: A*U > 


Leu 


: D-f->> 


I 1 e 




S e r 


: irU> 


Th r 
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C y s 


: v'XT-f > 


Me t 


: *^~> 


G 1 u 




Asp 


: rx/^y^>m 


L y s 


: DS?> 


A r g 


: T)l^~> 


H i s 


: bXf^> 


Ph e 


: 7x"j|/77-> 


Ty r 




T r p 


: hV^byr> 


Pro 


: U > 


A s n 


: 7X/17^> 


G 1 n 


: >f)\<$^> 


pGlu 




Sec 


: ±.U/ yXf< > (selenocysteine) 



tbTSC-2 2 c D N AOiet n - Hf tWlliB^iJ&^-r. 
C@2^J#-^ : 2) 

thTSC-2 2lfeS©T^7MSH^J^-ro 
C@B^iJ#^ : 3 ) 

^»!l4fc^V^T-fe>X^D--yi:bTffl^enfc:DNAO^S@S^J^^-r o 
mmmi Wistar fatty^^y hOWIi)it*5^'l)TSC-22 mRNA^^iiin 
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#Wistar fatty^y h (13, 22®Ltf40iIi& ; SfcB^ ^X) ^(DIEHmM 
7*; hT*Sraia»©itffiWistar lean^yh (ffSffl^tfy^X) £JBV>T, 24 

^(Beckman Coulter) fcTifJJtbfco *f >XV >mmtRlk& (JftRftfigg) Kick 

total RNA£#bffibfc 0 (Endocrinology, 134(3): 1205-1212 (1994)) <D 

10 mRNAMB?!]£& t fc^^-T ^ — &.ZSmytZfU — 7&ftmL> ABI PRISM 7700 
(Appl ied Biosys terns) U TJl^-f AjtMRT-PCR^KlJ; t) #SmRNA^!^* 

SI 

15 





Wistar 


lean "yy Y 


Wistar fatty 


7f h 


mm 


13 


22 


40 


13 22 


40 




5. 1 


4.0 


10.4 


6.7 55.7 


182.0 


mmm (mg/day) 














138.9 


137. 1 


134.3 


319.2 402.9 


319.4 


(mg/dl) 














123.0 


125.6 


158.7 


1091.9 1019.2 


1674.4 


ft& (m Units/ml) 













(n=5, Mean) 
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m2 

Wistar fatty^ y b<DWB\Z&tfZ> TSC-22]^tXTGF-j8 lCDmRNA^fi 
(&3I#<£>Wistar lean y y b<DWffi\Z&Vf2>5£mm%l t LfcR#(Z)*I*rM) 



5 


mm 


13 


22 


40 




TSC-22 


1.0 


1.0 


1.6 




TGF- j3 1 


1. 1 


1.0 


1.7 



(n=5, Mean) 



10 Wistar fatty^ y b te:13MSfr<k DNIDDM&MU 22M#<fc Vdm^'MVxm^ 
7)iy h S.>ffiMm&mtinlsfeo 40iii&©Wistar fatty y y b £33 ^TTSC-22 
viMk$£%im<Dmimtfm&*E>tls transforming growth factor- j3 1 (TGF- y3 

i) mwhmmmoMtohmtb snt* d , Tsc-22 mRNA£TGF-£ i- mMmm&^m 

tefcmMfclEffim (r=0. 80598, p=0. 0049) ^§g#> £>*lfco 

15 

mt&M2 Zucker fat ty^ y b<DWm\Z$$WZ> TSC-22 mRNA^CD^t; 

ili'^'J^i^MU »l«£g^^T&£t'(£Zucker fatty^y h (ZF 
yyb, 18jIS&> a^t-iWJ/H izo. 5«^^;u-fe;i/u— xioocPicMI 
b^^>^1j-;i/^>->l/^ii^;v (angiotensin II typelg^^trc^) £9ii 

20 m, -B-mmBMn&-¥Vfco Mmm^zsm^Mmmx^^mmm^m^ 

Zucker lean^y h (ZL^y K B^^—JVXV A—) ic«0. 5«^^;p-k;i^P 
-ZlOOcP (Vehicle) S-B-tMB^ni^Lfco ^8iimfC24B#^#^^ 
ffVi, A/GBf7h7 3- (fD^feM^) ^fflV^TmffT^^S^WSSSO^L 
fee S-^9iim{c:Wai^^b-80t:T«#Lfe o ts^ total RNA£J& 

25 ttSLfeo f£$B (tuMi) ^mRNAia^J^^^Ciy^-f T-StXm^7 0 D-y$:-mML, 
ABI PRISM7700 (Applied Biosystems) &m V>T U T;i/^-f A^MRT-PCRfefc.J; 



WO 2004/044 199 ^ PCT/JP2003/0 14339 

62 





ZL^«/ h 




ZF^y h 




Vehicle 


Vehicle 














48.5 


401.5 


61. 7 


(mg/day) 









(n=8-9, Mean) 



^4 

Zucker fatty^y h ©»ttfc:fe&**TSC-22;RtfTGF-j8 lOmRNASS^* 
(Zucker lean^y h<D^K}c*5tt^^^*^ 1 <fc LfcR#<2*!$Nt) 





ZF^y h 


ZF^y h 




Vehicle 




TSC-22 


2.4 


1.6 


TGF- 18 1 


2.1 


1. 2 



(n=8-9, Mean) 



R*T)V7$ >&WMifimiinlsTlt>2> Zucker fatty^y h<Z>W!Hk:33^Tte 
TSC-22 mRNA»3g**«jiJn U TGF- 0 1 ©mRNAS!3g©iJ|Jn t>B» 6>nfco $ S> lc> 
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K 6, 12, 20Rtf26-30iI«» Slffl^k^^X) 3trXiE^fi8|^7?**l^a»© 
ttftSp r ague-Daw I ey^y h (SD^yK B^l/T) ^ffl^T, 24RfPS^^;&XK 

>^n>CX5-r ? ;i/^ (Beckman Coulter) &/B^T$MJtbfc. TO££i?mb-80 c C 
T&#Lfc„ total RNA£fcijfcBLfc„ gE^ODmRNASB^J&fe £ \Z7 

10 ^^^-R^f^n-^SfSt, ABI PRISM7700 (Applied Biosystems) £ 
ffl^T U T;i^< AJt»RT-PCR*£fc:«fc 0 #mRNA3fcSM&«l5£L&. 5 & 

6 C^to 

^5 







SD 








SHC 


7>y h 




MM 


6 


12 20 


26- 


-30 


6 


12 


20 


26-30 




6. 1 


9.2 13.1 


16. 


4 


8.9 


179. 2 


598.3 


656.6 


mmm (mg/day) 




















18.9 


21.5 22.8 


21. 


5 


15.7 


20.2 


40. 1 


85.1 


mm (mg/do 



















(n=4-5, Mean) 
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SHC^y b(DWBlZ3~>l?% TSC-22RtftGF-j81©mRNA9g?gg 



5 


mm 


6 


12 


20 


26-30 




TSC-22 


1.9 


3.5 


6.0 


12.4 




TGF- jS 1 


1. 1 


1.4 


4.5 


9.0 



(n=4-5, Mean) 



mmmizmmLfco &rz, ^omm^m^snc^y biz^xit^mm^mmmh 
m^mzmuavrco Tsc-22 jmhn&mmmmvsEc^y biz&\,*Tm.mizm 
*qlt*30, mmmtsLmmmmm&Mtbzftfto shc^-/ mc^ttsc- 
22 jmh&mm\zm*7j]s7$ >mmm (r=o. 67648, p=o.ooi5) Rztit*mm& 

15 mmm (r=0. 96394, p=0.0001) £Wj£&IEffi&l£^t,;fc. TGF- j3 1 mRNA 

56S«©iejP«12a»«l*©SHC7!y hfc^TBfc Sfrlfc. SHC^y HccfeW-£ 
TSC-22 mRNA t. TGF- /3 1 mRNAfg 51 S <D m\Z \* * ft fc IE *B H ( r=0. 88356, 
p=0.0001) 3^K8e>&tlfc. 

20 &ffift|4 g^^n^X-xn— JljkmsnC^y h&J^JE^SD^y b<DWm 
\Z&lf& TSC-22©^ —in situ hybr idizat ion(3 &2>m$f— 

^^il^^ Z\tl^:4fim<Dm^-CWWh, in situ hybridization (ISH)^fi 
25 fflcmtltfffllL «T©BB8l*fe£lCT3:fc«fclJCSP6 RNA polymerase § 
fflViT^=f^3^y-> (DIG) iBl»RNA^P-^^«Ufc. DIG8fgjK:«DIG RNA 
Labeling Mix (qSxa.it) £ffl^fco GAPDH (glyceraldehyde-3-phosphate- 
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dehydrogenase) Ifif *#5?f ^ > h n-JPt IT7 y hlFffiltel&fr&ISH 
<D$kflr&m^Vrc'&, TSC-22T>^ir>X7 P P-^ c fc^O-t:>xya — y 
[S3^iJ#^- : 3 ; ?y MSC-22 mRNA (GenBank Access ion#-?§- : L25785) <DV- 

immmm,<D—n mmmn 6i 1-952) ] , &mGm&& tvx 

5 NBT/BCIP (nitro blue tetrazol ium/5-bromo-4-chloro-3-indolyl phosphate) 

10 -Drcmmmt.wmmis<$mvT\,*fco shc^ hstfciu &&tt&#t 

# : &bfc^TSC-22©^^^;i/«^86e>tl^:^ofe, &*5, t>7^D-^K 

15 
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io s^a©^Kr • «&£<»»©;** v— 

15 

a»t> b < fct^©g&#^:/^ H £fc fc^©&©£;£S£J£i|rr £ £ £ £ T 
20 »^lfBIR©^^U-n>^^ 0 

$ smmm&tt-r v< ««£©«p#^^ K£fc«^©*g&;g3rr<5 



WO 2004/044199 



67 



PCT/JP2003/014339 



io (b) Kse»t>u<«^©«^^H*&tt*©4i^jie^b#s^u^^u 
ae&st©;*^ u— — >?m*y ho 

20 

10. (a) 2-C**tl*7$yKEa?fli:R|-*fcttSl|J|«|fcra-© 
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11. @b#j#^: 27?mtsn&7$;nmmtm-~$ifc\$mmm\zm--'<DT$.; 
5 ^^7^m©x^u-->^^ 0 



12. (a) SH^iJ#^: 2 T^$tl£Ti= £ 

^XL#£#U;s^l/:t^Fft^Tfc£K RM*3^tt*©«WHaf-* 

13. mvm^: 2^m2n%T$;mmmtm-&fctemMm\zm-<DTs.; 
1 5 mea * *rr * m * * fc a* ad*^ ^ f * a - f -r * ^sh^j ft nrw-r 

20 F ft a- FfSJttEaift'MrrstfU * * F ftffi Vi« d £ ft#ifc£ 

15. ^U^^l/^F^S3^J#-^ : lTS$nS4ISBB5(l0^a5*fctt— ggft 

1 6. mmfimmffi&rctewmm-e&zm&mi 4um(Dx^^)-->^^ 0 
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1 7. mmimmm&*&T*toz>miitmi 4tB^©x^u-->^^ 0 
is. mmm^: 2^zn%T$;nmF)£m-&tcumMmzm--<DT$y 

10 19. (a) SB?!l#-*§- : 2 T?»*tl*T§ y MJHtra— *fctt*Kfi5fcpSSI—© 
15 7^'J-=>myK 

^tit^§, «»a»*fctt*©tt[3WHai*r *£a©^i» • 

20 

.2 2. mmtimmffi&wm-e&z>m&m2 omm^m • 

25 2 3. BB?U##: 2 T^SnST 5 J ^@H^Ji|wI-*fe«IIK«J{C^--©T5 7 
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5 25. &m-timfcM®iW>mT»$>&m$tm 2 3 tzmo^m • mmm 0 

2 6. @B^iJ#^: 2T|g^n^T^ymi2^Jt|Wl-Sfc«^K6<j}c:|fI-©T^y 

0 : 
2 7. ^a^M^*/ i ctt^aTS>sit^2 6f2«©0iffm o 

2 8. l^*3W»^ft»ST»Sit^2 6flB«©^ef|g 0 

0 3 0. ^JA^«^M£^:»|Hj|jeiT«<&MF^92 9 £«&©&$&!. 

3 1. M#SttSftttff£T&&|fc&H2 9|B«©^©f^„ 

32. TSC-22 «l^i^tbT^5iIi*fcttf^I©fS& • mmMo 



3 3 . , %mm*mmm&wm'e$>z>m&m 3 2 sb«©^b& • mmm 0 
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3 5. f^lWIiftSiTfe§itl3 4|B«©^. 

5 

3 6. »IR3lg*fctt»^«©^KF • *&*IS£tftji"f Sfc«>©* TSC-22W 

37. wmmAm&m&wm-vmzm&ms emmommo 

10 
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SEQUENCE LISTING 



<110> 


Takeda Chemical Industries, Ltd. 


<120> 


Screening Method 


<130> 


3121WO0P 


<150> 


JP 2002-329778 


<151> 


2002-11-13 


<160> 


3 


<170> 


Patentln version 3. 1 




I 


<211> 


432 


<212> 


DNA 


<213> 


Homo sapiens 


<220> 




<221> 


CDS 


<222> 


(1).. (432) 


<223> 




<400> 


1 



atg aaa tec caa tgg tgt aga cca gtg gcg atg gat eta gga gtt tac 48 

Met Lys Ser Gin Trp Cys Arg Pro Val Ala Met Asp Leu Gly Val Tyr 
1 5 10 15 

caa ctg aga cat ttt tea att tct ttc ttg tea tec ttg ctg ggg act 96 

Gin Leu Arg His Phe Ser He Ser Phe Leu Ser Ser Leu Leu Gly Thr 
20 25 30 

gaa aac get tct gtg aga ctt gat aat age tec tct ggt gca agt gtg 144 

Glu Asn Ala Ser Val Arg Leu Asp Asn Ser Ser Ser Gly Ala Ser Val 

35 40 45 

gta get att gac aac aaa ate gag caa get atg gat eta gtg aaa age 192 

Val Ala He Asp Asn Lys He Glu Gin Ala Met Asp Leu Val Lys Ser 

50 55 60 

cat ttg atg tat gcg gtc aga gaa gaa gtg gag gtc etc aaa gag caa 240 

His Leu Met Tyr Ala Val Arg Glu Glu Val Glu Val Leu Lys Glu Gin 
65 70 75 80 

ate aaa gaa eta ata gag aaa aat tec cag ctg gag cag gag aac aat 288 

He Lys Glu Leu He Glu Lys Asn Ser Gin Leu Glu Gin Glu Asn Asn 
85 90 95 

ctg ctg aag aca ctg gec agt cct gag cag ctt gee cag ttt cag gee 336 

Leu Leu Lys Thr Leu Ala Ser Pro Glu Gin Leu Ala Gin Phe Gin Ala 
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2/3 

100 105 no 

cag ctg cag act ggc tec ccc cct gec acc acc cag cca cag ggc acc <hu 
Gin Leu Gin Thr Gly Ser Pro Pro Ala Thr Thr Gin Pro Gin G?y Thr 
115 120 125 

?£r r?n l CC S CC f? C Sf* £ ca gca tcg ca « tea gga cca acc gca 432 
Thr Gin Pro Pro Ala Gin Pro Ala Ser Gin Gly Ser Gly Pro Thr Ala 
13° 135 140 

<210> 2 

<211> 144 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Lys Ser Gin Trp Cys Arg Pro Val Ala Met Asp Leu Gly Val Tyr 
1 5 .10 15 

Gin Leu Arg His Phe Ser He Ser Phe Leu Ser Ser Leu Leu Gly Thr 
20 25 30 

Glu Asn Ala Ser Val Arg Leu Asp Asn Ser Ser Ser Gly Ala Ser Val 

40 45 

Val Ala He Asp Asn Lys He Glu Gin Ala Met Asp Leu Val Lys Ser 
00 55 60 

His Leu Met Tyr Ala Val Arg Glu Glu Val Glu Val Leu Lys Glu Gin 
b5 70 75 80 

He Lys Glu Leu lie Glu Lys Asn Ser Gin Leu Glu Gin Glu Asn Asn 
85 90 95 

Leu Leu Lys Thr Leu Ala Ser Pro Glu Gin Leu Ala Gin Phe Gin Ala 
100 105 no 

Gin Leu Gin Thr Gly Ser Pro Pro Ala Thr Thr Gin Pro Gin Gly Thr 
115 120 125 

Thr Gin Pro Pro Ala Gin Pro Ala Ser Gin Gly Ser Gly Pro Thr Ala 
l6[) 135 ho 
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<210> 3 

<21 1>" 342 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> DNA used as sense probe for in situ hybridization analysis in 
Example 4. 

<400> 3 

gcctgctatg ccccaacaga actggctgct gctgtctgaa ctgaacagac cgaagagatg 60 

tgctagtgag aagccgcctc cagtcaccca tttcattgct gtctgcgaaa gagacgtgag 120 

actcacacat gctgttctcg ctttctcccc agtattaagc actcatatgc ttttggcttg 180 

aagaaatata ctagttgagt gaattaaagg ttaaacagag agtgagcatg gatgtaccct 240 

gtgcaacgtg gcagatgtct gagga'atggt ttgattgacg ctgaggagga gctctgtgcc 300 

ttttcaaccc tccccagccg cccactctac tcccaagctc tg 342 
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